73
Herein we provide further insight into the leishmanicidal mechanism of SQ, which 74 induces an apoptosis-like death of the parasite, as confirmed by 75 phosphatidylserine externalization and chromatin fragmentation (sub-G 1 76 population), associated to an enhanced ROS production, elevation of 77 intracellular Ca 2+ and depolarization of the mitochondrial membrane potential.
78
The site of action was mapped into complex II (succinate dehydrogenase) by Fluo4 was analyzed at 28ºC using an Aminco-Bowman series 2 fluorometer
200
(490/518 nm, excitation/emission wavelengths, respectively). 
227
Statistical analysis. Statistical comparisons between groups were performed 228 using Student's t test. Differences were considered significant at a level p < 0.05.
230

Results
231
SQ decreases the intracellular ATP levels in L. donovani promastigotes.
232
We previously determined the EC 50 value for SQ for L. donovani promastigotes (Fig. 3A) . The addition of SQ (250 µM final concentration) to digitonized 273 parasites fully inhibited the succinate-dependent respiration (Fig. 3A) .
274
Furthermore, the oxygen consumption rate was restored after addition of TMPD-275 ascorbate, an electron donor to cytochrome c (Fig. 3A) , thereby ruling out (Fig. 4) . Addition of 6.7 mM α-glycerophosphate (Fig. 3A) , which feeds the 279 electron-transport chain through the mitochondrial FAD-dependent glycerol-3-280 phosphate dehydrogenase by producing reduced ubiquinone (Fig. 4) parasites (n=3; p < 0.02) (Fig. 6B) . 
SQ is unrelated to its accumulation in acidocalcisomes (18).
346
In this work we aimed to pinpoint the target for SQ in L. donovani promastigotes.
347
To attain this goal, we carried out a systematic analysis, starting with the general This work was supported by the Spanish Grants SAF2009-07440 (to F.G.), were significantly different versus control using t test (p < 0.02). 
